he treated patients with proven endometriosis by the pseudopregnancy method. Snaith (1962) and Chalmers (1962) reported on this treatment and Grant (1961) reported the results of treatment with intermittent courses of progestogens.
One of the difficulties is to know how long to go on treating and how to deal with the sideeffects. One patient, after nine months treatment with Enavid, started lactating when treatment was stopped and still continued to do so nine months later. I understand a similar case has occurred after the use of norethisterone. Treatment, before the magic pill, was conservative surgery in young women; later, perhaps after having babies, the patient usually came to further surgeryoften pelvic clearance. If hysterectomy is necessary, one is tempted to preserve one of the ovaries in young women: if there is a recurrence of symptoms, an X-ray menopause may not succeed in giving relief and it is probably better to remove both ovaries at the time. X-rays have been applied directly to endometriomata.
Kottmeier had so many young women who developed endometriosis under the bladder due to implantation at the time of vaginal hysterotomy that this method of termination has almost been abandoned in Sweden. He treated these with irradiation (personal -communication).
X-ray treatment is not always successful: Cope (1955) described a woman of 38 years, with a child of 6, who had a large endometrioma of the rectovaginal septum confirmed by biopsy; methyltestosterone treatment failed and an irradiation menopause was induced; the periods stopped but seven months later the condition was unchanged. A similar case of mine was a woman of 46, with two children aged 21 and 16 years, who complained of intermenstrual bleeding and discharge: she was found to have an ulcerated mass 5 cm in diameter in the rectovaginal septum, extending 2-5 cm out to the right of the posterior fomix; this was thought to be a carcinoma but biopsy showed it was an infected endometrioma. She was treated with continuous Enavid which was stopped after nine months because of excessive weight gain. With treatment, the mass gradually became smaller and in six months, by December 1962, the ulcer had epithelialized completely. By the end of treatment there was an irregular hard mass about 2-5 cm in diameter in the posterior fornix. Her periods were regular until May 1964, when a dilatation and curettagewascarriedout for a prolonged bleeding. A biopsy of the posterior fomix was taken at the same time and this was similar to five biopsies taken during treatment, showing endometriosis still present. Her periods stopped in July 1964, and when she was seen in April 1966 there was still a mass in the posterior fornix, with two blue cysts, about 025 cm in diameter, visible.
Another patient of interest was a girl of 15 who presented with vaginal discharge and irregular periods; she had had a hematocolpos which was drained at the age of 14. On examination a mass of translucent bullke up to 1 cm in diameter covered the anterior vaginal wall and cervixwhich could not be distinguished-and extended to a mass in the left parametrium. A provisional diagnosis of sarcoma botryoides was made but the pathologist reported endometrial tissue with marked decidual reaction. The girl was pregnant and at laparotomy the mass on the left of the uterus was all endometriosis. Within a week of the pregnancy being terminated, the bullk on the anterior vaginal wall were replaced by normal looking mucosa with tiny red spots marking the sites of the endometriosis. It would be interesting to observe her during her next pregnancy.
It would seem that endometriosis may take the form of one of several different types, which possibly have different etiology and may be different diseases. Treatment with progestogens has been palliative but not curative in my hands. Forty-one patients with pelvic endometriosis form the basis of this study. In all except 2 the diagnosis was confirmed by laparotomy, either before or after treatment with an oral progestogen which in most cases was norethisterone acetate.
Treatment has not been consistent throughout the study: in earlier cases continuous suppressive therapy was given for 8 to 12 weeks before laparotomy; later we gave alternating cyclical and continuous treatment; more recently we have tended towards longer courses, up to two years or more, of cyclical treatment. Latterly, Anovlar has replaced simple norethisterone acetate and in a few cases allyl cestrenol or Enavid was used, followed by Anovlar. In some cases two or even three laparotomies were required; thus some patients rank for examination as both preoperative and post-operative treatment cases, giving a total of48 cases available for comment.
Section ofObstetrics and Gynecology
Pre-operative Treatment At a time when we had lengthy waiting lists, patients on whom laparotomy was planned were given pre-operative therapy for periods ranging from eight weeks to seven months, the total dosage of norethisterone acetate varying between 600 and 4,800 mg. Most were treated continuously but in some we switched to cyclical therapy because of unpleasant side-effects and in others cyclical treatment did not control symptoms and was replaced by continuous treatment. In about half the cases treatment was continued up to the time of operation, in the remainder treatment was stopped, giving an opportunity to see whether relapse occurred after cessation and before the ultimate laparotomy.
In two patients improvement was so dramatic that surgery was withheld but one of them relapsed and she elected to have surgery rather than a further course of progestogens. In two cases the presence of a persisting pelvic mass, potentially malignant, justified laparotomy even though resolution of symptoms was complete.
Of 28 women who came into the category of 'pre-operative therapy', 22 showed marked improvement in symptoms and in signs, one of whom was so much better that surgery was postponed and 'cure' has been maintained for four years. One patient did not turn up for operation and refused to reply to enquiries, so cannot be considered. In 4 patients there was doubtful improvement and a confused picture with apparently neurotic overlay made assessment of real progress difficult. Two showed no change in symptoms during treatment: one of these had previously responded to 'post-laparotomy' treatment, relapsed and failed to respond to a second course of progestogens. Eighteen cases ultimately underwent radical surgery, including hysterectomy; 2 had no surgery for reasons already given; 8 patients underwent conservative surgery and 2 of these became pregnant after previous long infertility.
Post-operative Treatment In 18 cases initial diagnosis was made at laparotomy, without previous hormone therapy or operation: treatment after laparotomy and conservative surgery ranged from 800 to 6,000 mg of norethisterone acetate or its equivalent in Anovlar, usually given continuously. All cases improved but how much of the improvement was the result of the conservative surgery, with extirpation of as much endometriosis as possible, is debatable. In most of these patients, however, some areas of endometriosis remained after the conservative surgery.
Only 3 cases relapsed, 2 having final radical surgery and one responding to a further courge of progestogens. One patient was apparently cured but later had radical surgery for irregular bleeding and at laparotomy there was no evidence of residual endometriosis, the existence of which had initially been proved.
One case did not have laparotomy but the findings, at examination under anesthesia with sigmoidoscopy together with the history of the response to treatment of a mass in the posterior fornix which diminished down to vanishing point, virtually proved the diagnosis.
Four of these patients eventually became pregnant after quite long periods of infertility: the majority have been followed for four years and the effects of combined conservative surgery with follow-up progestogen therapy would seem to have been satisfactory, with only two failures.
Mechanism ofEffect ofProgestogens
When progestogens were first introduced in the treatment of endometriosis it was suggested that the mechanism of effect was the production of decidual reaction in the ectopic endometrial stroma, followed by necrosis and fibrosis, effectively strangling the endometrium. The objects of our study were to determine the truthof this observation and to see whether norethisterone alone, without added cestrogens, could have such an effect.
Twelve cases, where operation succeeded treatment, received a very detailed histological study, jointly by myself and a pathologist who unfortunately was not available for such a complete review of the other cases. We found unquestioned decidual cell reaction in only 3 patients, who had received between 1,200 and 3,000 mg of norethisterone acetate. The remainder, with similar treatment, showed no conclusive evidence of decidual change. Very marked fibrous tissue reaction was present in 4 cases, slight to moderate change in 4 and no significant fibrosis in 4.
In 6 cases the pathologist, while admitting that the appearances were consistent with healed endometriosis, would not admit that there was acceptable evidence histologically for a firm diagnosis. This illustrates one of the difficulties encountered in judging the extent and even the existence of endometriosis: most pathologists will agree that only about 60% of cases which are clinically unquestionable are found, at histology, to meet the demands of the pathologist. He may eventually reluctantly admit to the existence of glandular tissue resembling endometrium but prefers to exclude the case because of the absence of stroma or because the glandular elements are, especially in the ovary, flattened or cuboidal epithelium. Whether one should expect to recognize stroma in isolated endometrial foci atter progestogen treatment which may well alter the appearances of the stromal cells is, at least, debatable.
On the strength of the above small study, if decidual reaction followed by necrosis is in fact the mechanism of effect of progestogens, it cannot be the only mechanism; if it is, then perhaps the reaction is replaced so quickly by healing that proof is lacking.
Another possible mechanism is the prevention of fresh implants, by suppression of ovulation, while existing deposits undergo spontaneous atrophy. Endometriosis may be a self-limiting disease, only prolonged by continued fresh implants. However, there were many cases in this study in whom conservative surgery was associated with therapy for a period of up to a year, who were then followed for several years without further treatment and without fresh symptoms, two having become pregnant; so at least in these cases there is no question of development of new areas of disease after treatment had been stopped.
Studies ofuterine endometrium exposed to high dosage progestogen for contraceptive purposes over long periods demonstrate a very considerable depressant effect on the endometrial gland epithelium; a similar effect has been reported on adenocarcinoma of the endometrium: it seems probable that ectopic endometrial glands would react in a similar manner, so the effective mechanism may be simply that of producing a direct atrophic effect on deposits.
Conclusions
Our studies so far suggest that progestogens are effective in at least a proportion of cases. Hormone therapy should be the first line of attack, preferably after preliminary confirmation by laparotomy or at least laparoscopy -I regard culdoscopy as too risky because the pouch of Douglas may be the site of extensive disease involving bowel wall. Progestogens may be entirely effective and should be pursued for at least twelve months, part of that time continuously. Intolerance, persisting or recurring symptoms or the presence of a pelvic mass of unknown nature may demand further surgery, usually radical. The most intractable symptom appears to be dyspareunia, which was a reason for ultimate surgery in several of our cases who were cured of all their other symptoms.
In concluding I would like to report an unusual case illustrating some features of the disease. A woman of 39 years presented with pain, irregular bleeding and a pelvic mass. A laparotomy three years earlier had disclosed such extensive endometriosis that attempted pelvic clearance had completely failed. Progestogen therapy had been badly tolerated and eventually X-ray castration produced comparative quiescence: a year or so later the symptoms recurred, with renewal of irregular bleeding, so a further surgical attack was launched, this time using the 'retrograde hysterectomy' approach, and was successful in achieving complete pelvic clearance. Histological studies then revealed the reason for this recurrence of the endometriotic process -a granulosa cell tumour had developed in the left ovary and had reactivated the quiescent endometriomatous deposits.
Mr J A Chalmers (Worcester Royal Infirmary, RonkswoodBranch, Worcester)
Conservative Management of Endometriosis
Kistner's suggestion in 1958 of pseudopregnancy treatment for endometriosis provided the alternative of conservative management of this often disabling condition. It seemed possible that less complex and lower dosage schemes might be effective and in 1960 I began to use a simple regime, giving norethisterone acetate 8 mg and ethinyl cestradiol 0'1 mg (Anovlar two tablets daily) for from four to nine months. Experience has shown that treatment is most satisfactory if continued 'for not less than nine months. Fifty-five cases have been treated by this means since 1960. In addition 6 cases were treated in 1961 by cyclical therapy for six months, as advocated by Grant (1961), symptoms being relieved only temporarily and all relapsing within three months of the completion of treatment. Since then cyclical has been abandoned in favour of continuous therapy.
Diagnosis
Of the 55 cases receiving continuous therapy, in 40 the diagnosis was made on the basis of culdoscopy (13 cases) or laparotomy carried out either before or after conservative treatment (Group 1). In the remainder diagnosis was clinical, based upon recent severe and increasing dysmenorrhoea, dyspareunia and limitation of mobility of the uterus and pelvic masses (Group 2). A few cases were automatically transferred from Group 2 to Group 1 when persistence of symptoms led to laparotomy and confirmation of the diagnosis.
Previous Surgery
Of the 40 cases in Group 1, 6 had previously undergone hysterectomy. In one of them an attempt had been made to remove both tubes and ovaries; pelvic adhesions were such, however, that an ovarian fragment must have remained; when severe pelvic pain persisted after operation, a vaginal smear showed a high degree of cornification: pseudopregnancy treatment for nine months led to complete relief of symptoms. In 8 cases either salpingo-oophorectomy or resection of chocolate cysts from one or both ovaries had
